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BASIC-ABSTRACT: 

5-Phenoxyalkyl-2 , 4 - thiazolidine diones of formula (I), their tautomers, enantiomers, 
diastereomers, epimers, solvates with water or organic solvents, and salts, are new. 
A = 2-16C alkylene; D = mono-, bi-, or tri -cyclic, homo- or hetero-carbonaceous, 
aromatic structure including one or more heteroatoms; X = H, 1-6C alkyl , 1-6C 
alkoxy, 1-6C alkoxy(l-6C alkyl), aryl, optionally substituted aryl(l-6C alkyl), 
aryl(l-6C alkyl)aryl, halo, CF3 , cyano, hydroxy, nitro, amino, carboxyl, 
alkoxycarbonyl , carboxamide, sulphonyl, sulphone, sulphonamide , sulphamoyl, 
alkylsulphonyl -amino, acylamino, or trif luoromethoxy ; aryl = one or two ring 
aromatic structure, optionally with one or two heteroatoms in the ring; n = 1-3; 
with the restriction that when A = butyl, (X)nD is not 4 -chlorophenyl . Also claimed 
are new intermediates formed during the synthesis of (I), of formulae (VII), (VIII), 
(IX), (XIII), (XV) and (XVII). Hal = CI or Br; Rl, Rl ' = alkyl; B = 1-15C alkylene; 
B' = 1-14C alkylene; and R' = alkyl, aryl or aralkyl (optionally substituted) . 

USE - Pharmaceutical use for parenteral, digestive, rectal, permucosal, and 
percutaneous administration is claimed. (I) can be used to treat non-insulinopaenic 
diabetes, with hypo- and hyper- insulinism. (I) improve control of glycaemia and 
reduce circulating insulin. Prevention of relative hyperinsulinism associated with 
improvement in dyslipidaemia and antioxidant activity, leads to reduced risks of 
micro- and mac ro- angiopathy . (I) can be used in the treatment of metabolic 
insulin - resistance syndrome. (I) can be used to treat hypertension in 
insulin - resistant subjects, associated or not with other metabolic anomalies. Some 
(I) have diuretic activity and anti -hypertensive activity (diminution of Ca2+ 
capture observed in rat aorta) . In addition some have antiradical activity with 
respect to the hydroxy 1 anion and superoxide . 

ADVANTAGE - (I) have advantages over compounds of prior art in that they do not 
affect insulin secretion, they do act on insulin resistance, they are non- toxic to 
the liver, and they can be used in the treatment of diabetes with hyperinsulinism. 
AB STRACTED - PUB - NO : 

US 6437143B 
EQUIVALENT -ABSTRACTS : 

5-Phenoxyalkyl -2 , 4 -thiazolidine diones of formula (I), their tautomers, enantiomers, 
diastereomers, epimers, solvates with water or organic solvents, and salts, are new. 
A = 2-16C alkylene; D = mono-, bi-, or tri -cyclic, homo- or hetero-carbonaceous , 
aromatic structure including one or more heteroatoms; X = H, 1-6C alkyl, 1-6C 
alkoxy, 1-6C alkoxy (1-6C alkyl), aryl, optionally substituted aryl(l-6C alkyl), 
aryl(l-6C alkyl) aryl, halo, CF3 , cyano, hydroxy, nitro, amino, carboxyl, 
alkoxycarbonyl, carboxamide, sulphonyl, sulphone, sulphonamide, sulphamoyl, 
alkylsulphonyl -amino, acylamino, or trif luoromethoxy ; aryl = one or two ring 
aromatic structure, optionally with one or two heteroatoms in the ring; n = 1-3; 
with the restriction that when A - butyl, (X)nD is not 4 -chlorophenyl . Also claimed 
are new intermediates formed during the synthesis of (I), of formulae (VII), (VIII), 
(IX), (XIII), (XV) and (XVII). Hal = CI or Br; Rl, Rl T = alkyl; B = 1-15C alkylene; 
B' = 1-14C alkylene; and R' - alkyl, aryl or aralkyl (optionally substituted). 

USE - Pharmaceutical use for parenteral, digestive, rectal, permucosal, and 
percutaneous administration is claimed. (I) can be used to treat non- insulinopaenic 
diabetes, with hypo- and hyper- insulinism. (I) improve control of glycaemia and 
reduce circulating insulin . Prevention of relative hyperinsulinism associated with 
improvement in dyslipidaemia and antioxidant activity, leads to reduced risks of 
micro- and macro - angiopathy . (I) can be used in the treatment of metabolic 
insulin - resistance syndrome. (I) can be used to treat hypertension in 
insulin - resistant subjects, associated or not with other metabolic anomalies. Some 
(I) have diuretic activity and anti -hypertensive activity (diminution of Ca2 + 
capture observed in rat aorta) . In addition some have antiradical activity with 
respect to the hydroxyl anion and superoxide. 

ADVANTAGE - (I) have advantages over compounds of prior art in that they do not 
affect insulin secretion, they do act on i nsul in resistance, they are non-toxic to 
the liver, and they can be used in the treatment of diabetes with hyperinsulinism. 

5 -Phenoxyalkyl -2 , 4- thiazolidine diones of formula (I), their tautomers, enantiomers, 
diastereomers, epimers, solvates with water or organic solvents, and salts, are new. 
A = 2-16C alkylene; D = mono-, bi-, or tri -cyclic, homo- or hetero-carbonaceous, 
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aromatic structure including one or more heteroatoms; X = H, 1-6C alkyl, 1-6C 
alkoxy, 1-6C alkoxy(l-6C alkyl), aryl, optionally substituted aryl(l-6C alkyl), 
aryl(l-6C alkyDaryl, halo, CF3 , cyano, hydroxy, nitro, amino, carboxyl, 
alkoxycarbonyl, carboxamide, sulphonyl, sulphone, sulphonamide, sulphamoyl, 
alkylsulphonyl -amino, acylamino, or trif luoromethoxy; aryl = one or two ring 
aromatic structure, optionally with one or two heteroatoms in the ring; n = 1-3; 
with the restriction that when A = butyl, (X)nD is not 4 -chlorophenyl . Also claimed 
are new intermediates formed during the synthesis of (I), of formulae (VII), (VIII), 
(IX), (XIII), (XV) and (XVII). Hal = CI or Br; Rl, Rl ' = alkyl; B = 1-15C alkylene; 
B* = 1-14C alkylene; and R' = alkyl, aryl or aralkyl (optionally substituted) . 

USE - Pharmaceutical use for parenteral, digestive, rectal, permucosal, and 
percutaneous admini strati on is claimed. (I) can be used to treat non-insulinopaenic 
diabetes, with hypo- and hyper- insulinism. (I) improve control of glycaemia and 
reduce circulating insulin. Prevention of relative hyperinsulinism associated with 
improvement in dyslipidaemia and antioxidant activity, leads to reduced risks of 
micro- and macro -angiopathy. (I) can be used in the treatment of metabolic 
±nsnlin- resistance syndrome. (I) can be used to treat hypertension in 
insul in-resistant subjects, associated or not with other metabolic anomalies. Some 
(I) have diuretic activity and anti -hypertensive activity (diminution of Ca2 + 
capture observed in rat aorta). In addition some have antiradical activity with 
respect to the hydroxyl anion and superoxide . 

ADVANTAGE - (I) have advantages over compounds of prior art in that they do not 
affect insulin secretion, they do act on in^ul i n resistance, they are non- toxic to 
the liver, and they can be used in the treatment of diabetes with hyperinsulinism. 

US20010007875A 

5-Phenoxyalkyl-2 , 4 - thiazolidine diones of formula (I), their tautomers, enantiomers, 
diastereomers, epimers, solvates with water or organic solvents, and salts, are new. 
A = 2-16C alkylene; D = mono-, bi-, or tri -cyclic, homo- or hetero-carbonaceous , 
aromatic structure including one or more heteroatoms; X = H, 1-6C alkyl, 1-6C 
alkoxy, 1-6C alkoxy (1-6C alkyl), aryl, optionally substituted aryl(l-6C alkyl), 
aryl(l-6C alkyDaryl, halo, CF3 , cyano, hydroxy, nitro, amino, carboxyl, 
alkoxycarbonyl, carboxamide, sulphonyl, sulphone, sulphonamide, sulphamoyl, 
alkyl sulphonyl -amino, acylamino, or trif luoromethoxy ; aryl = one or two ring 
aromatic structure, optionally with one or two heteroatoms in the ring; n = 1-3; 
with the restriction that when A = butyl, (X)nD is not 4 - chlorophenyl . Also claimed 
are new intermediates formed during the synthesis of (I), of formulae (VII), (VIII), 
(IX), (XIII), (XV) and (XVII). Hal = CI or Br; Rl , Rl • = alkyl; B = 1-15C alkylene; 
B' = 1-14C alkylene; and R ' = alkyl, aryl or aralkyl (optionally substituted) . 

USE - Pharmaceutical use for parenteral, digestive, rectal, permucosal, and 
percutaneous administration is claimed. (I) can be used to treat non-insulinopaenic 
diabetes, with hypo- and hyper- insulinism . (I) improve control of glycaemia and 
reduce circulating insulin . Prevention of relative hyperinsulinism associated with 
improvement in dyslipidaemia and antioxidant activity, leads to reduced risks of 
micro- and macro -angiopathy. (I) can be used in the treatment of metabolic 
insulin- resistance syndrome. (I) can be used to treat hypertension in 
insulin- resistant subjects, associated or not with other metabolic anomalies. Some 
(I) have diuretic activity and anti -hypertensive activity (diminution of Ca2 + 
capture observed in rat aorta) . In addition some have antiradical activity with 
respect to the hydroxyl anion and superoxide . 

ADVANTAGE - (I) have advantages over compounds of prior art in that they do not 
affect insulin secretion, they do act on insulin resistance, they are non-toxic to 
the liver, and they can be used in the treatment of diabetes with hyperinsulinism. 

WO 9747612A 



CHOSEN -DRAWING: Dwg.0/0 

TITLE-TERMS: NEW PHENOXY ALKYL THIAZOLIDINE DI KETONE TREAT NON TNSIILTN DEPEND 
DIABETES NON TOXIC LIVER AFFECT TNSTTT.TN SECRETION 

DERWENT- CLASS : B02 B03 
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CPI-CODES: B06-H; B07-H; B10-A08; B10-A10; B10-A15; BlO-BOl; B10-B02A; B10-C02; 
B10-C03; B10-D03; B10-E02; B10-G02; B14-F02B; B14-N08; B14-S04; 

CHEMICAL -CODES: 

Chemical Indexing M2 *01* 
Fragmentation Code 

C316 D010 D012 D020 D040 D150 F010 F012 F014 F015 

F019 F020 F021 F029 F710 G001 G002 G010 G011 G012 

G013 G014 G015 G016 G017 G019 G020 G021 G022 G029 

G040 G100 Gill G112 G113 G221 G299 H100 H101 H121 

H122 H123 H141 H142 H143 H321 H322 H323 H341 H342 

H343 H401 H402 H403 H421 H422 H423 H441 H442 H443 

H5 H521 H522 H523 H541 H542 H543 H581 H582 H583 

H601 H602 H603 H604 H608 H609 H621 H622 H623 H641 

H642 H643 H685 H689 H8 J011 J012 J013 Jill J112 

J113 J131 J132 J133 J211 J212 J231 J232 J311 J312 

J321 J322 J331 J332 J341 J342 J5 J522 K353 K399 

L142 L143 L199 L9 L910 Mill M112 M113 M114 M115 

M116 M119 M121 M122 M123 M124 M125 M126 M129 M132 

M135 M139 M150 M210 M211 M212 M213 M214 M215 M216 

M220 M221 M222 M223 M224 M225 M226 M231 M232 M233 

M240 M262 M271 M272 M280 M281 M282 M283 M311 M312 

M313 M314 M315 M316 M321 M322 M323 M331 M332 M333 

M340 M342 M344 M353 M362 M373 M391 M392 M393 M412 

M413 M510 M511 M521 M522 M523 M530 M531 M532 M533 

M540 M630 M640 M650 M710 M800 M903 M904 P522 P526 
P722 P816 Q624 
Markush Compounds 
199807-34505-N 

Chemical Indexing M2 *02* 
Fragmentation Code 

C316 D010 D020 D040 F010 F019 F020 F021 F029 G001 

G002 G010 G011 G012 G013 G014 G015 G016 G017 G019 

G020 G021 G022 G029 G040 G100 Gill G112 G113 G221 

G299 H100 H101 H121 H122 H123 H141 H142 H143 H321 

H322 H323 H341 H342 H343 H401 H402 H403 H421 H422 

H423 H441 H442 H443 H5 H521 H522 H523 H541 H542 

H543 H581 H582 H583 H6 H600 H602 H603 H608 H609 

H621 H622 H623 H641 H642 H643 H683 H685 H689 H8 

JO J012 J013 J014 Jill J112 J113 J131 J132 J133 

J2 J211 J212 J231 J232 J272 J311 J312 J321 J322 

J331 J332 J341 J342 K353 K399 L142 L143 L199 Mill 

M112 M113 M114 M115 M116 M119 M121 M122 M123 M124 

M125 M126 M129 M132 M135 M139 M150 M210 M211 M212 

M213 M214 M215 M216 M220 M221 M222 M223 M224 M225 

M226 M231 M232 M233 M240 M262 M271 M272 M281 M282 

M283 M311 M312 M313 M314 M315 M316 M321 M322 M323 

M331 M332 M333 M340 M342 M344 M349 M353 M362 M373 

M391 M392 M393 M412 M413 M414 M510 M511 M520 M521 

M522 M523 M530 M531 M532 M533 M540 M630 M640 M650 
M710 M903 M904 
Markush Compounds 
199807-34504-N 

Chemical Indexing M2 *03* 
Fragmentation Code 

C316 D010 D020 D040 F010 F019 F020 F021 F029 G001 

G002 G010 GOll G012 G013 G014 G015 G016 G017 G019 

G020 G021 G022 G029 G040 G100 Gill G112 G113 G221 

G299 H100 H101 H121 H122 H123 H141 H142 H143 H321 

H322 H323 H341 H342 H343 H401 H402 H403 H421 H422 

H423 H441 H442 H443 H5 H521 H522 H523 H541 H542 

H543 H581 H582 H583 H6 H600 H602 H603 H608 H609 
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H621 H622 H623 H641 H642 H643 H682 H685 H689 H8 

JO JOll J012 J013 J014 Jl Jill JH2 J113 J131 

J132 J133 J171 J211 J212 J231 J232 J311 J312 J321 

J322 J331 J332 J341 J342 K353 K399 L142 L143 L199 

Mill M112 M113 M114 M115 M116 M119 M121 M122 M123 

M124 M125 M126 M129 M132 M135 M139 M150 M210 M211 

M212 M213 M214 M215 M216 M220 M221 M222 M223 M224 

M225 M226 M231 M232 M233 M240 M262 M271 M272 M280 

M281 M282 M283 M311 M312 M313 M314 M315 M316 M321 

M322 M323 M331 M332 M333 M340 M342 M343 M344 M349 

M353 M362 M373 M391 M392 M393 M412 M413 M414 M510 

M511 M520 M521 M522 M523 M530 M531 M532 M533 M540 

M630 M640 M650 M710 M903 M904 
Markush Compounds 
199807-34503-N 



Chemical Indexing M2 *04* 
Fragmentation Code 
C316 D010 D020 D040 F010 
F021 F029 F710 G001 G002 
G015 G016 G017 G019 G020 
Gill G112 G113 G221 G299 
H141 H142 H143 H321 H322 
H402 H403 H404 H421 H422 
H521 H522 H523 H541 H542 
H601 H608 H609 H621 H622 
H689 JOll J012 J013 Jill 
J211 J212 J231 J232 J311 
J341 J342 J5 J522 K353 
L910 Mill Ml 12 M113 M114 
M123 M124 M125 M126 M129 
M211 M212 M213 M214 M215 
M224 M225 M226 M231 M232 
M280 M281 M282 M283 M311 
M321 M322 M323 M331 M332 
M353 M362 M373 M391 M392 
M521 M522 M523 M530 M531 
M650 M710 M903 M904 
Markush Compounds 
199807-34502-N 

Chemical Indexing M2 *05* 
Fragmentation Code 
C316 D010 D020 D040 
F021 F029 F710 G001 
G015 G016 G017 G019 
Gill G112 G113 G221 
H141 H142 H143 H321 
H402 H403 H421 H422 
H523 H541 H542 H543 
H621 H622 H623 H641 
H721 JOll J012 J013 
J211 J212 J231 J232 
J341 J342 J5 J522 
L910 Mill M112 M113 
M123 M124 M125 M126 
M211 M212 M213 M214 
M224 M225 M226 M231 
M280 M281 M282 M283 
M321 M322 M323 M331 
M353 M362 M373 M391 
M521 M522 M523 M530 
M650 M710 M903 M904 
Markush Compounds 
199807-34501-N 



F012 F014 F015 F019 F020 
G010 G011 G012 G013 G014 
G021 G022 G029 G040 G100 
H100 H101 H121 H122 H123 
H323 H341 H342 H343 H401 
H423 H441 H442 H443 H481 
H543 H581 H582 H583 H600 
H623 H641 H642 H643 H685 
J112 J113 J131 J132 J133 
J312 J321 J322 J331 J332 
K399 L142 L143 L199 L9 
M115 M116 M119 M121 M122 
M132 M135 M139 M150 M210 
M216 M220 M221 M222 M223 
M233 M240 M262 M271 M272 
M312 M313 M314 M315 M316 
M333 M340 M342 M343 M344 
M393 M412 M413 M510 M511 
M532 M533 M540 M630 M640 



F010 F012 
G002 G010 
G020 G021 
G299 H100 
H322 H323 
H423 H441 
H581 H582 
H642 H643 
Jill J112 
J311 J312 
K353 K399 
Ml 14 M115 
M129 M132 
M215 M216 
M232 M233 
M311 M312 
M332 M333 
M392 M393 
M531 M532 



F014 F015 
G011 G012 
G022 G029 
H101 H121 
H341 H342 
H442 H443 
H583 H600 
H685 H689 
J113 J131 
J321 J322 
L142 L143 
M116 M119 
M135 M139 
M220 M221 
M2 4 0 M2 62 
M313 M314 
M340 M342 
M412 M413 
M533 M540 



F019 F020 
G013 G014 
G040 G100 
H122 H123 
H343 H401 
H521 H522 
H608 H609 
H7 H720 
J132 J133 
J331 J332 
L199 L9 
M121 M122 
M150 M210 
M222 M223 
M271 M272 
M315 M316 
M343 M344 
M510 M511 
M630 M640 
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